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The estimated prevalence of Hb D-Punjab is 0.1 to 0.4% in African-Americans. 22 In Brazil, a study of African descendants showed a similar prevalence. 5 Sometime after the discovery of Hb D-Punjab, the coinheritance of Hb D-Punjab and Hb S was identified in Caucasian patients with clinical and hematological manifestations similar to those of sickle cell anemia (SCA), because this mutation facilitates Hb S polymerization. [23] [24] [25] Further clinical studies confirmed the severity of the manifestations of this association and the need to treat these individuals as SCA patients by prescribing hydroxyurea when indicated. 21, [26] [27] [28] [29] There are other types of Hb D due to different point mutations in the ␤-globin gene, such as Hb D-Iran (HBB:c.67G>C) and Hb D-Ibadan (HBB:c.263C>A). However, individuals with these mutations have normal hematologic values and do not suffer from vaso-occlusive complications, since their red cells do not sickle under physiologic conditions. 18, 30, 31 Hb Korle-Bu (Hb KB) or Hb G-Accra (HBB:c.220G>A) is a frequent mutation in Sub-Saharan Africa. 32, 33 This Hb has the same IEF mobility as Hb D-Punjab but can be differentiated by HPLC. Heterozygotes for Hb KB have no hematologic alterations, and individuals with double heterozygosis Hb S-Hb KB have normal red cells on blood smear and a benign clinical course, similar to sickle cell trait as Hb KB does not participate in the gelation of Hb S. 33, 34 Interestingly, the Hb KB mutation in the same beta globin chain. In this case, this Hb with a double mutation is termed Hb C-Harlem (or Hb C-Georgetown) (HBB:c.20A>T, HBB:c.220G>A), because it migrates to the position of Hb C in cellulose acetate electrophoresis at alkaline pH. Individuals heterozygous for Hb C-Harlem are asymptomatic, but the coinheritance of Hb S and Hb C-Harlem has clinical manifestations similar to SCA. 20, 32, 35 Researchers from India and the Middle East are the main authors of the few papers about Hb SD-Punjab; there are less data published about the association Hb S-Hb KB. 21, [27] [28] [29] 34, [36] [37] [38] [39] [40] [41] By studying two different groups of patients with Hb SD patterns, specifically Hb SD-Punjab and Hb S-Hb KB, Rezende et al. not only published important clinical data about the coinheritance of two rare Hb but also pointed out the importance of this differential diagnosis. 15 
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